Figure S2 -Comparison to Poisson distribution while using different cutoff for de novo calling per individual, related to Figure 2.
To determine the appropriate cut-off for maximum de novo variants per individual, we set different cutoffs, ranging from 1 to 20. Under each cutoff, we calculated the mutation number per individual in consensus regions. Then we simulated a Poisson distribution by setting lambda equals to mutation rate per individual (# de novo mutations in consensus regions / # individual) with dpois in R. We executed the goodness-offit test between the observations and simulated data using chisq.test in R to estimate the p value. The final figure was finished by ggplot and geom_smooth with "loess" method. We used the value in the boundary of significance as the cutoff (i.e. x = 10) instead of the one with largest p value to improve the sensitivity of the de novo calling. Tables   Table S2 - The modification of new pipeline increases the sensitivity of de novo mutation calling, related to STAR Methods. Mutation calling on Phase 1 samples using either old (Phase 1) or new (Phase 2) pipeline without joint genotyping. 17 mutations called in the Phase 1 pipeline were missed in the Phase 2 pipeline, among which 1 of 3 mutations assessed were confirmed as true de novos. However, the Phase 2 pipeline detected 83 additional de novo mutations in these samples (14 of 16 mutations assessed were confirmed as true de novo). This comparison indicates that our new pipeline has increased sensitivity. 466 of these de novo variants remained after joint genotyping across all samples; we present these in the main text. 
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